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1^ the international application as originally filed 

I I the description: 
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the claims: 

pages 

pages 

pages 

pages 
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the drawings: 
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furnished subsequently to this Authority in computer readable form. 

The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 



□ 
□ 

□ 



The amendments have resulted in the cancellation of: 

□ 

the description, pages 

□ 

the claims, Nos. ^ 

□ 



the drawings, sheets/fig ^ 



I I T^^is report has been established as if (some oO the amendments had not been made, since they have been considered to go 
beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rule 70 16 

and 70. / 7). 

* Any replacement sheet containing such amendments must be referred to under item I and annexed to this report. 
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tntemational application No. 

PCT/JPOO/04830 



III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 



1. The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non obvious), or to be 
industrially applicable have not been examined in respect of: 

I I the entire international application. 



claims Nos. 



14-15 



because: 



the said international application, or the said claims Nos. 



14>15 



late to the following subject matter which does not require an international preliminary examination (specify): 
The subject matters of claims 14 and 15 "relate to a method for treatment of the human body by 
therapy," which does not require an international preliminary examination by the International 
Preliminary Examining Authority in accordance with PCT Article 34(4)(a)(i) and Rule 67.1(iv). 



□ the description, claims or drawings (indicate particular elements below) or said claims Nos. 
are so unclear that no meaningful opinion could be formed (specify): 



r—. the claims, or said claims Nos. . are so inadequately supported 

I 1 by the description that no meaningful opinion could be formed. 

no international search report has been established for said claims Nos. 14JL5 , • 



2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide and/or amino acid 
sequence listing to comply with the standard provided for in Annex C of the Administrative Instructions: 

I I the written form has not been furnished or does not comply with the standard. 

I I the computer readable form has not been furnished or does not comply with the standard. 
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Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement ^ 



Statement 

Novelty (N) 

Inventive step (IS) 

Industrial applicability (lA) 



Claims 
Claims 

Claims 
Claims 

Claims 
Claims 



1-13,16-17 



1-13,16-17 



1-13,16-17 



YES 
NO 

YES 
NO 

YES 
NO 



2. Citations and explanations 

Document 1: EP, 425921, Al (Takeda Chemical Industries, Ltd.), 8 May, 1991 (08.05.91) 

Document 2: EP, 459136, Al (Takeda Chemical Industries, Ltd.), 4 December, 1991 (04.12.91), & US, 

5328919 A 

Document 3: "Crisis and Recurrence of Cerebrovascular Diseases and Prevention Thereof (in 
Japanese)," (Masatoshi Fujishima), Igakuno Ayumi, Ishiyaku Shuppan K.K., 23 January, 1999 
(23.01.99), Vol. 188,No. 4, pages 2 17-222 

Document 4: "Therapeutic effects of imidapril on cerebral lesions observed by magnetic resonance 
imaging in malignant stroke-prone spontaneously hypertensive rats," (Masaya Takahashi et al.). Journal 
of Hypertension, 1 994, Vol. 1 2, No. 7, pages 76 1 -768 

Document 5: "Rehabilitation of Cerebral Infarction Patients - Functional Evaluation and How to 
Promote Rehabilitation -," (Tsuneo Hasegawa), Science of Cerebral Hemorrhage in the CT and MRI 
Age - New Diagnostic and Therapeutic System - (in Japanese), K.K. Nihon Rinshosha, 1993, Vol. 1, 
pages 505-508 

Claims 1-13, 16 and 17 u a 

Documents 1 and 2 respectively describe the compounds having angiotensin II antagonism described 
in claims 5-9 of the present application, and also describe that the compounds are used for therapy of 
cerebral hemorrhage. 

Document 3 describes that the risk factors of cerebral hemorrhage recurrence are not basically 
different from the risk factors of crisis. 

Document 4 describes that imidapril, an ACE inhibitor, has an effect of preventing the recurrence of 
cerebral hemorrhage. 

_w Document 5 describes neuropathic symptoms, dyskinesia, pathergasia, daily life action disorders and 
like as aftereffects of cerebrovascular diseases. 

As described in document 3, it is considered that the risk factors of cerebral hemorrhage recurrence 
are not basically different from the risk factors of crisis, and as described in document 4, it is considered 
that the ACE inhibitor as an antihypertensive agent capable of inhibiting the renin angiotensin series and 
inhibiting the action of angiotensin 11 like the compounds described in documents 1 and 2 are effective 
not only for therapy of cerebral hemorrhage but also for preventing recurrence of cerebral hemorrhage^ 
So it is considered to be obvious for a person skilled in the art to use the compounds used for therapy of 
cerebrovascular diseases also for not only therapy of cerebrovascular diseases but also for preventing 
recurrence of cerebrovascular diseases as described in documents 1 and 2. 
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Supplemental Box 

(To be used when the space in any of the preceding boxes is not sufficient) 



Continuation of Box V (Citations and explanations): 

Furthermore, it is also considered to be obvious for a person skilled in the art to use them for the 
aftereffects as described in document 5. 

The specification of the present application does not include the description for particularly 
supporting that the drugs described in claims 1-13, 16 and 17 are useful for preventing recurrence of 
cerebrovascular diseases or as agents for improving their aftereffects or inhibiting the evolution thereof. 

So, the subject matters of claims 1-13, 16 and 1 7 do not appear to involve an inventive step. 
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(PCX Article 36 and Rule 70) 



Applicemt's or agent's file reference 
2624WO0P 


SeeNotificationofrransmittalonniemational Preliminary 
FOR FURTHER ACTION Examination Report (Form PCT/IPEA/416) , 


International application No. 

PCT/JPOO/04830 


Interriational filing date (dax. ntonih year) 
19 July 2000(19.07.00) 


Priority date (day/month'vear) 

21 July 1999 (21.07.99) 



Internationa! Patent Classification (IPC) or national classification and IPC 
A61K 45/00, 31/4188, 31/4245, A6 IP 25/28, 9/10 



Applicant 



TAKEDA CHEMICAL INDUSTRIES, LTD. 



I . This international preliminar>' examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 



2. This REPORT consists of a total of 
□ 



. sheets, including this cover sheet. 



This report is also accompanied by ANNEXES, i.e.. sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority (see 
Rule 70.16 and Section 607 of the Admini?trative Instructions under the PCT). 



These annexes consist of a total of _ 



sheets. 



3. This report contains indications relating to the following items: 
Basis of the report 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

Certain documents cited 

Certain defects in the international application 

Certain observations on the international application 



II 


□ 


III 




IV 


□ 


V 




VI 


□ 


VII 


□ 


VIII 


□ 



Date of submission of the demand 

23 August 2000 (23.08.00) 


Date of completion of this report 

11 June 2001 (11,06.2001) 


Name and mailing address of the IPEA/JP 
Facsimile No. 


Authorized officer 
Telephone No. 
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L Basis of the report 



I. With regard to the elements of the international application; 
[X] international application as originally filed 

I I the description: 

pages 

pages 

pages 

I I the claims: 

pages 

pages 

pages 

pages 



, as originally filed 

, filed with the demand 



, filed with the letter of 



, as originally filed 

. as amended (together with any statement under Article 1 9 

, filed with the demand 



filed with the letter of 



I I the drawings: 

pages 

pages 

pages 



, as originally filed 

, filed with the demand 



. filed with the letter of 



I I the sequence listing part of the description: 

pages 

pages 

pages 



, as originally filed 



filed with the demand 



. filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

Thes e elements were available or furnished to this Authority in the following laneuaee which is: 

□ the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 

□ 

the laneuaee of publication of the international application (under Rule 48.3(b)). 

the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the intemational application, the international 

preliminary' e.\amination was carried out on the basis of the sequence listina: 

□ 

contained in the international application in written form, 
filed together with the international application in computer readable form, 
furnished subsequently to this Authority in written form, 
furnished subsequently to this Authority in computer pjadable form. 

The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
intemational application as filed has been furnished. 

The statement that the information recorded in computer readable Ibmi is identical to the written sequence listing has 
been furnished. 



□ 
□ 
□ 



The amendments have resulted in the cancellation of: 

I I the description, pages 

the claims, Nos. 

I I the drawings, sheets/fig 



^ I I This report has been established as if (some of) the amendments had not been made, since they have been considered to go 
' — ' beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)),** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally fded" and are not annexed to this report since thev do not contain amendments (Rule 70.16 

and 70. 17). 

** Any replacement sheet containing such amendments must be referred to under item I and annexed to this report. 
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III. Non-cstablishmcnt of opinion with regard to novelty, inventive step and industrial applicability 



1. The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non obvious), or to be 
industrially applicable have not been examined in respect of: 



I I the entire international application. 

claims Nos. 14-15 

because: 



^ the said international application, or the said claims Nos. \4'\5 . — , _ 

^ relate to the following subject matter which does not require an international prelimmary cxammation (specify): 

The subject matters of claims 14 and 15 "relate to a method for treatment of the human body by 
therapy," which does not require an international preliminary examination by the International 
Preliminary Examining Authority in accordance with PCT Article 34(4)(a)(i) and Rule 67.1(iv). 



□ the description, claims or drawings (indicate particular elements below) or said claims Nos. 
are so unclear that no meaningful opinion could be formed (specify): 



u . • ^1 ^ vi^<. are so inadequately supported 

j — j the claims, or said claims Nos. . ■ ^ j t-r 

I I by the description that no meaningful opi iion could be formed. 

no international search report has been established for said claims Nos. LfUJ • 



2 A meaninoful inicrnational prcliminarN examination cannot be carried out due to the failure of the nucleotide and/or amino acid 
sequencelisting to comply with the standard provided for in Annex C of the Administrative Instructions: 

I [ the written form has not been furnished or does not comply with the standard. 
I I the computer readable form has not been furnished or docs not comply with the standard. 



Form PCT/IPEA/409 (Box III) (July 1998) 



INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



International application No. 

PCT/JPOO/04830 



1 V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 




1 citations and explanations supporting such statement 






1 I. Statement 

j Novelty (N) 


Claims 


1-13,16-17 


YES 


Claims 




NO 


1 Inventive step (IS) 


Claims 




YES 


Claims 


1-13,16-17 


NO 


1 Industrial applicability (lA) 


Claims 


1-13,16-17 


YES 


Claims 




NO 











2. Citations and explanations 



Document 1: EP, 425921. Al (Takeda Chemical Industries. Ltd.), 8 May. 1991 (08^05.91) 

Document 2: EP, 459136, Al (Takeda Chemical Industries. Ltd.). 4 December, 1991 (04.12.91), & Ub. 

5328919 A 

Document 3: "Crisis and Recurrence of Cerebrovascular Diseases and Prevention Thereof (in 
Japanese)," (Masatoshi Fujishima), Igakuno Ayumi, Ishiyaku Shuppan K.K., 23 January, lyyy 
(23.01 .99), Vol. 188, No. 4, pages 217-222 

Document 4: "Therapeutic effects of imidapril on cerebral lesions observed by magnetic resonance 
imaging in malignant stroke-prone spontaneously hypertensive rats." (Masaya Takahashi et al.). Journal 
of Hypertension, 1994, Vol. 12. No. 7. pages 761-768 , . ju 

Document 5: "Rehabilitation of Ceiebral Infarction Patients - Functional Evaluation and How to 
Promote Rehabilitation (Tsuneo Hasegawa). Science of Cerebral Hemorrhage in the CT and MRI 
Age - New Diagnostic and Therapeutic System - (in Japanese), K.K. Nihon R.nshosha, 1993, Vol. 1, 
pages 505-508 

Claims 1-13, 16 and 17 • j u a 

Documents 1 and 2 respectively describe the compounds having angiotensin II antagonism described 
in claims 5-9 of the present application, and also describe that the compounds are used for therapy ot 
cerebral hemorrhage. 

Document 3 describes that the risk factors of cerebral hemorrhage recurrence are not basically 
different from the risk factors of crisis. 

Document 4 describes that imidapril. an ACE inhibitor, has an effect of preventing the recurrence of 
cerebral hemorrhage. 

Document 5 describes neuropathic symptoms, dyskinesia, pathergasia. daily life action disorders and 
the like as aftereffects of cerebrovascular diseases. 

As described in document 3, it is considered that the risk factors of cerebral hemorrhage recurrence 
are not basically different from the risk factors of crisis, and as described in document 4, it is considered 
that the ACE inhibitor as an antihypertensive agent capable of inhibiting the renin angiotensin series and 
inhibiting the action of angiotensin 11 like the compounds described in documents 1 and 2 ^^^^^^^^'^^^ 
not only for therapy of cerebral hemorrhage but also for preventing recurrence ^^^^j'/^^^^^^^;. 
So, it is considered to be obvious for a person skilled in the art to use the compounds ^ for therapy 
cerebrovascular diseases also for not only therapy of cerebrovascular diseases but also for preventing 
recurrence of cerebrovascular diseases as described in documents I and 2. 
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(To be used when the space in any of the preceding boxes is not sufficient) 
Continuation of Box V (Citations and explanations): 

Furthermore, it is also considered to be obvious for a person skilled in the art to use them for the 
aftereffects as described in document 5. 

The specification of the present application does not include the description for particularly 
supporting that the drugs described in claims 1-13, 16 and 17 are useful for preventing recurrence of 
cerebrovascular diseases or as agents for improving their aftereffects or inhibiting the evolution thereof 

So, the subject matters of claims 1-13, 16 and 17 do not appear to involve an inventive step. 
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